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30 



at 



49 



90 



so«c4teitfy ft i« oone«m#d wrtft m« um of 1.3-cumiQim nua«0M« inaiogviM in m« m9n#m or h«paQti«. 
in partcuitf f>«Dcette S. 

H«p«Ma S « a v««l diiMM tnnmttsd onity or parwnaraUy 5y oonantinrad mttart«l «a btood and 
blood preducta. oonarnntflid n—0m. $«xually and v«T)eatty from infaetsd or cmnm motftart to mar off- 
acnn^. In :^os• anas of ma woiid wnara ma dlaaaaa ia ooimon. vartcal tnnamiaaion at an a«iy aga raautta 
in a ni^n preooroon of infaetad indhfiduaia baoomin^ enronie cardan cH haeaotta ft. Thara ara an aadmaca d 
290.000.000 eamara of haocmtt S wofidwida. At ma praaant dma mara aia no affaoNa cnamo m a<aeatjtte 
a^anta for ma vaaonant of haotdtta 8 infacdona. 

Eurepaan patant puMicadon 03<2d2SA daaohbaa a aartaa of 1,3-Qamtoiana nudaoaida anafoguaa having 
anovirai acdvrty. in pardouiar acdvity agamat HIV, ma eauaaiNa agant of AiOS. Wa hM now toutd mat eartaki i 
of ma eoinoounda daacnbad m EP 03€2S26A ara acdva botfi jn vgs and n againai ma haoadtta ft vvMa^ 

Tha invandon aceordingty providaa. in a ftnt aaoaec a madM for ma tfaaa man t of an animat including 
man. infactad widi ma hao«dda S vwua oomphaing ma adminiatidon of an affacdva amount of a oompound of 
fbrnnia (I) or a pftarmacaudcaly aceapcafiia dartvaiNa maraof 



wttarain Ri ia hydrogan or an acyt 

Rt ia a punna or pynmidino baaa or an analogua or dartvadM maraeft 

Z iaS. S^orSOi 
pfOvMd mat R| to not eywlTMijvrnfi.tf^ 
andZlaS. I 

ttwil bo oeo««eictad by tfioad aUod In ma artmattftgoompounda of 
canoaa (ahown aa • <i tarrmia (0) and ttM axiat In mo 

andmdemmmarMf indtJdlngraoamteiTMm.T>M . 
aaiapraaam» d byfofwuto(WVorgiria>aomaf»,aa f »p f %aa n tadbyfBmi^ 

ma da andAU iicmao cu ttdttmooi d^iCMOAaBMM.nt m mttimt&iiBC<%]^JdngcMnie mtiaaaK 
Ail au0t iavnara and mbcnra maraol Muding racamte mUM ara 



TTw oomeowndg of tenwia (0 « ort'w^ «« tt» ^ ^ * 

It wfl ^ b« appraeaM mat wnan Z la 5-0 ma eompounda axM to M adMo^ 

in fdmniaa (lU) and (lib) wtiicft d«f^ >n »a coiUVMiflon of ma orida acygan atom raiatf^ te t»aufaadtt*- 

ana. Tha compounda of ma invandon addWonady ambiaoa «jcft to^^ 
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By pumc or pyrtmtf ki« b«M or an anttogv* tnartof t« mMRt a gunn« or DyniTtidlna baa« flQitnd in nua#^ 
sidaa or an an«logu« tn«f%af wfiM mtfnies sucfi Duoa in m mar sff\jcajf«a (ma Un^ of aiora and mar 
amn^amam) ara aimrfv o m« noimal Maaa out rrwy atfiar poaaaaa additionai or tack cartrn of ma fun<rton ai 
propartaa of ma norm^ baaaa. Sueft anaioguaa induda moaa dartvad by rac*acain*m of a CH, moiacy by a 
niffogan atom {for aumoic S-moynmidln^a aucft aa S-czacytoaina) or v« >fana (for ajcinoia 7^ia«2aouf 
inaa. for •xaino(a 7-daazadaooaaia or T-daaiaguanoara) or bom (a.^. T^aaiadanoama or r^aazaguano 
sina) Of bom (a.9, Tniam. Vaaowtiaa). By dainram^aa of audi baaaa or anatoguaa ara maam moaa com. 
Dounda wnarwn ring aubaOfcjanta ara acmar *iooQoratad. rwnovad or modiflad by oonvamk>nal aubaotxiants 
^ «i ma art a.g. n^oQan. ftydwxX, .rino, Cw alfcyt. Sucft pumaorpyrttwllna baaaa. anaioguaa and dac 
fvcdvaa w« ba wall known to moa« aUlad in ma art. 

Convaniandy tna group ia aaiaoad from; 




no and hydroxy greuga. 
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Z is pr«f«nfiiy ^S-. 

R, and Ri ar* prt^Mtty rtydrog«n or alkyt. 
R« ia orvfaraMy CH, or F. 
ri X and r art onftrafity bom NH> 

It wil b« aoptK«t»d byon«o^aiJllnm«arttnm wt»M R, 'a an acyt grou0« tfw oomoounda of formula (f) 

irv Mwrl. Pfmmf%9 mmmn inauov • cirvw>v rUnwon R^^O In wnlwi inv nGii-^SfSwrTyi (vSivCi w Mivova 

(torn frydroQaa migm or onnenad cnain aUcyl (94. mamyl. atfvyC n-piopyl, t-MyC n-oucytX aUooxytticyl (•.9^ 

matnczyfnacnyl). ar^kyl (a.9. banzy<). arytaxyalkyi (a.9. p h^noacymadty Q , ary^ (co. plMnyl opOonaly aufiadbitad 
20 by httogan. C,^ alkyt or aikoxy); auMmitad dihydio pyrtdkiyt (0.9. ^*■ff^^<^y^ ^ tyd^D pyridlnyl); aulphonav 

aatara aucn aa aikyt- or araileyiaulDMfyl (a-d. matfianaauphonyl): aUfiiti aacan, amino aod aatan (cq. L-valyl 

or Lnaotoueyi) and mon^. dW or vwohoapitata aatart. 

Alao tnchidod wimin ma aoopooTauaaaM art aatan dar^ad (tarn poh^Amtfonaia^ 

ylie acida oontaming mor« man ona cairooxyl group, tar aunpAo. dieartacylle acMa HO|C(CHi).COtH ^ 
2S niaanintagarof 1 to 10 (for axaiTipta, auobnie acid) or phoapnorle abda. Mamodatarprtparino 

ftm ma ooimpondlng aioMi art Mtf known. Sa«, tar aaornpt*^ 

m«i iimmodatearksv Vina Adonttf . Mudaotfda Anak)auaa> DO, 1 S$>1 « ( 19i» and tuaao M aC ^Judaoddo 
Olman Suopmaa HIV Expraaatan in ^ntto^ AiQ^Rasa^^ 

vvrnt r«9ar< to tta abevo daaoribad aatari. un*«aa omanviaa apactftol any a^ 
39 gaoualycontainaltDl6caroona»fna.par«oUai1y1te4GartonaBm 

bonda. Any aryl moiaty praaa nt In aucft aatan a dvoncagaou^ uu inp rl aaa a plmyt grauo. 

In parteriar tft#aatanm«ybaoC,.,«attey(aa6ar.anunaubadru«banxoy<a^flraba^^ 
stitutad by at laoac ono hatogan (brominai, cwortno, (Hierino or Mna). Cwt aityC aaftrtad or uiiitfiimil 

aikoxy. nitre or bfifhiorematfiyt groupau 

* By ma tarm 'phormocautteaity oecaptib*o dortvaiNo* la maam any ph a rw oco Ute aay acea ptaMo a att c# o 
compound or tarnwio (0 or any omar oornpound wftlcli, upon adm^^ 

vfdkig (dlnctfyorindlracdy)aooinpoundoftarTmi«0)flranandytalyortvo(natoD^ 

It w« bo aopnootad by moao Mad tn «^o art mm ma oompounda or torimio (0 may ba modM 
V ptiarmaoaudeaiy aooopMlo darttrotfvaa maraoT. at tancdonal groupa in bom mo boaa molacy and at mo fl« 

* 9rouparmoonmMmrm«.ModmeBdonatidtuGhfWw^ 



^ abiaa^ofmacoffwndaoftartnuo(01ndudamooadaitvo d f>qmp^ 

dreoronfc at*lMlc n«rtc parrtorla tan«ric ma*a*c phoaph^ 

p-aupho«^ mmic. aoadc eM; mamana«ipnonka tonnta. banaoie. matoNc n aph m al ana 2-<Uphonte and 
banzanoaUphonie addo. Omar adda aucft aa oxalic wMa not m mamaatvaa phonnaoautteaty aoeaptablo. nwy 
ba uaoM in mo prooormttoi or lalta uaa^U aa intarmadlataa Wi obtining mo 00^^ 
mar pnarmocouocatfy aooapablo acid addMon talta. 

Salta darivod (h» appnprte* b«aa ine*jda alkali matal (CO. 
naaium). «wnonium and NR*^ (whan R la Hkyl) aaim. 

RaTanneao haroinaftar to a oompound acoorting to fSm invandon indudaa bom mo compound of tanrnUa 
(I) and fta pnarmocouiieaiy accopcabla dartvadvaa. 

Sooeite oomoounda oi tarmUo (I) Indudo: 
crw»o.2-*iy«ro>tymamyi-*Kcy«ain.r-yiVi.3-oxa lolano: 

oa-2-bofttoy<ojfymomyi.5-{cytoam-V-yl)-l.3-oxam»oiano. frin».2-bonxoytoymomyi-5-{cy«o«vV-y«)- 

1.3-oxamioiano. and mucturaa manoft ^ 

a>2-hy<woaymamyt-SKN4'-acacy*-cytoain-r-y4>-i .^ojtamWa^^ rtna-2-*tyOrcixytnamy«-6-(N4'-aoaty*- 
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cy««i«vV-»l)-l.3-ox«J«oi«n .andtnoturwin*^ 

8,y,.S^NV-«c«!V«-5.«uo«cyt<»n-v-y«Vl.3^««**«*«n«- "TJ^™-^,.,,. flu«««--w 

v-yi)-i 3-ox«incian«, and mortiwi tfi«*oft 

d>^nyeroxytTl•my4.»Kcy^»«^v1••y^VVaxo.1.3.oamid«w^ 

o>^fty<JreJtytT»wy4.5^myTOil1-M.V-J(^)•1.>«««'0*•n« 

in tn« form of « riotmic motw* or • «iP** •"M«>wt 
Th« oxnoounw of iftrrmjl. (I) « pi^fiOly in «• foim of ». o« oompoundt and conaw two elini e«^n« 

Tho compound of toimit (0 • prif«»»V « ttio fonn « • (WMfTK "^^^^ 
„««u«of.ndmkDm.«in«nYr«tem.yM«p<oyodin«.i«^ 

(I) * in tno ««n of ia (-) •'^^^'^'^-^ »«»md bv am matftod known in 

rha compound* w namTMW n; •••» — — •— • — — " ' ' ...utin n n .iMsnKait in Eu> 

ma ait for m. p«P««>on Of oomoo«nd« Of inaiOQOua is^^w esRipte 6y tM r«a^ 

i apprad*.! by »0M -UBdd in th. «tj*^ 

watlaatoM»M«nartofaaae«*«JW»«tena*tymp«OB«, ^ ■ l-i xiimjiiii^m^ h«ua twan 
Tha eompounda of fon«id <0 be« rww^ie and - «» 

to^lndtoin^ib«m•hap«8«•8 vii«abodi!2J221«'dia3^ , . . . ^..^ 

U^^W~a««»tMt*.«»«mof.*«mpo«ndof«.ln«nfl« 

„o««-y w«ftt^. p«*-.r compound W--wid,«.««^ 



noi orty wi« tn* o«war coni>o«« --~ 

5«n, 0^ '1*::!:"^ j:^^ ta. offfom -«u 0.1 « 

adort 750 nSS of body«i«m par d«y p«<W)ly 

Tha daa»wJ doad may oonv«l«rty l» Pr«««^ »" • """fl* « ^ 

•^compound I. «on«rt««y i« uniMoa^ Sl^S^SUJ^JJlJi^ 

convanam^ 20 » 1000 mo. mPdiPom>anianBy 90tp7W_m9^^^ 



Idaaily ma aeavd ingwdl^iMhould B« 
compound dffwmaftouti ID aboi« 78 iiM.pf»te«tty«6«« 2 



tfwt ter g« In m««oy. • compound ^ tf» l»^«nflon m«if bt 



itton may bo sMninrid M tfw ri 
fnprM>o • oomoound of fomUo (1) 



,p«*. dartvrtvd »g.«* w« a«j»^^ 



llnguaO. vdgiMi or parantarH (WKfcdlng ''*™™**'*'r'rr~Z^ »Mr> appreprlM. &• omw 

taS;.u«tta for ««nin*«don ^ lnr»i«don or ^f^^^^^J^:^ StooTin tna art 



•r«,-;a;-,y-ii.Vad.d.a«.^ 

of pn-naer. AU mac«d. indud. «n. mp of ^-VOO-^ ---^^ da-.- 1t«Tn-a*n. 



or fll^lyivld.. .CW c«~ra or boe, and tt-n. * '^'^i:^"!!^ 
a, a powdar or granuaa: la a ioluoon. a waoan«on or aa an amui-n. T*a aeav. .ngrw^u 
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prvMnM M • Mua, m^CMtf or p«M. TattM «nd caoauiM for oni adminatrtdon may comain oorrvonooo^ 
•xopi«nti aucti M Dcndin^ ra. mion. luencamt. ditmtsQrvna. or wMng agtntL Tho taara may b« ctmc 
aoooi^ing o mamoda w«l Itnown tn tna tri Oni itqud praoa n bona may &a m tfia form at, foe txamoia. loucoua 
or dy ausoanaiona. sdutiona. amiitsiona. tyruea or aiuura. or may Oa oraaamad aa a dry oncua for consoojQ n 
I wftn watar or otnar wrtaota vatitda bafora uaa. S^jcn liquid praemdona may oomam oonvanoon^ additivaa 
sucfi aa suapandin^ agara. amulaifyin^ agann. non-aquaoua vahtdaa (wtiteti may inouda aoibla oda), or pra*> 
arvaovaa. 

Tha compouf>da acoording to tfia invandon may alao 6a tonnUatad tar paramam adminia^idon (a.g. by 
iniacboa for axampia Mua tfi)aedofl or eononuoua infuaion) and may ba praaa nfl id tn unit doaa fom in anw 

ro pouaa. pr^/llad tyrtngaa. amatf voluna intoion or in muAMoaa oont ai nan witfi an addad praaarvatfvau Tha 
compoaitiona may tafca audi forma aa auaoananna, aohjdona. or amiialona in oly or aquaoua vanidaa. and 
may oontan formuatory aganta sucn aa suaoanding, ttaMtzmg and/or dtaoaning agama. AJtamadva^. ma ao» 
tiva ingradlam may ba in powdar feim. obtainad by aaapde iadadon of starfa aoM or by tyopM tiaaon ftom ao»- 
ution. for oonaootdon wKti a auitibla vahida, a.9. atarta. pyroq a n>»aa watar. bafon uaa. 

ff For toocai adminiavadon «d ma ao«damua ma compounds aooordlng to tha invandon may ba tarmuiatad 
aa oinmnta. craama or looona, or aa a owadamvl paacft. Oimmana and craama may, tar mmr^m, ba tor* 



Tifwivw^ W1U1 «n «vwvww* ~~~~ — ' fcl^ ^U*F^J#»rt M^^f walUw ^^i^tg I j^ toy i a mmm 

ba fomuia&ad wim an aquaoua or oly baaa and wfi in ganarai alas oonM oaa or frm% sfiaatfy^nf agano, 
staoiliung aganti. diaoaratng agama. auaoandtng aganti; mickaning aganca. or ootarlng aganta^ 

Fonnuaoona auitabla tor tooicai admintantion in ma mouh induda tosangaa oo m prtaing acdva ingradlant 
in a flavofad baaa. uauatfy aucreaa and aeada or gum ngaeantH; p aa tll ia oomocloino ma acdva ingfvdiant m 
an mart baaa sucn aa gdadn and glyoarin or aueroaa and aoada; and moumwaahaa oompriaing ma actf^ 
gradiam in a auitatta liquid carriar. 

Pharmacauocal formUadona autabta tar raetai adminMadon amacain tha carrtar ia a toOd ara moac pr^ 
tacady praaa ma d aa und doaa au p poatehaa. Suitida caimn induda ooeoa buaar and otfiar maiailata 4 
moniy uaad in ma art and ma auppo ai teha a mayba un ivai ii a< idy tarmadbyadmtoaflrthaaai 
wim ma ao^tenad oc .naiiad canMi) taOewad by cMIng and ttapino m moiida. 

FormUadona auitiM tar vaginal adminiatvton may ba prMonM as piaaa rl ia. tMTipons. oiama. gate, 
paataa. fom or apraya eonttn^ in addMon tt iha acdva ingradiant aucft carrtart as ara 
ba aoprepnata. 

For inn-naaai adminiandon tha cornpQunda of tha Invandon may bs ^ 
powdar or in d)a tarm of drops* 

Drops may baformmatadwWh an aquaoua or n o n aquaoua baaa dao oomprtaing ona or mora < 
agans, adubdtog aganta or auapanding agama. UquM tprays ar^ oenvartan^ datKarad from 1 
packs. 

For adrnrtaaradon by inMsdon ihs oornpounda aceording to ttM Irrvandon ars oen^^ 
an maufflaw. nabuttisr or a praaairtad psdt or omar oonvaniar« maana of dai^^ 
auroad psdss may oornprlaa a auitBPIs propdlam audi aa dW^orod^^ 

crt uuwjart u uo atf is na, carton dioadds, nitrogan or omsr au<itt*s gm m ths cass s praas u r tt s d aaread 
ma doaaga i«l may pa dstwminad by pfwidkig a valva 10 ddh^ar a macarad ar^^ 

Ai t a ma tfvaiy, tar > iJ i i *iia ua 6on by inftaMBten or inauffiadog tha oompounda^^ 
taka ihs tarm or s dry powdsr oornposittoa tar aiarnpia a powdar mbi of ths compound 
baaa auch as IscBoas or attfcli. TTta powdar opmpoaKton may ba praaancad In unt doaaga tarm In. 
rapaiisanrranmqaanrtg Qtlailn-rT"' 
of an inhaMBT or inauflator. 

Whan daaM tha adovadaaoibadtomHiadona adaptadtogMiustalnadraiaaaaofmaacdvalngradM 

iTwy oa arnipvvyWfc 

Tha phwrmpaudcaf compoaittona according to tha invandon may iiao oon^ 

aa andmioobiai agans, or praaarvadvaa. 

ThacaTipoundaofthainvandon>mydaobauaadlnoornWnadonw<»ottw t har ip ^ 
omar anttirrtacdva agana. In pardaiar ma oompounda of ma invandon may ba ampioyad fiogamar wi*h known 
amMraC anobacaanal. annftjngal or immunomodUattng aganca, 

Tha invandon thua provtfaa>inafU»araapact.aco>nPinadonoornprtaingaoornpowd^ta ^ 
pftyiioiogic^ioeaptad dartvadv maraofJogamar wim anomarmarapaudcaily acdva agart. In pardaiar an 

andwai. anobactand. amAingd or immunomodUatHig agam, 

Tha corrtomaoona raf arrad to adova may ojnvaniandy ba praaantad tar uaa in tha tann ^ a phsfl^ 
fonnuaoon and thua of^armacautical forrr^iiaoona compraing a oomdinadon aa datoad toova sogachar with a 
pn«maoauoca<ty accaptaeia camar tharafor comprwa a (lifthar aapaa orf tha invarateru 
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ogjiy in Momtt Of cofno*n«d d^fivtovt m«f%of i« in comoirttion 

sam« »• Of dffftr from m«t wn«n tn« compound « Mon^. Aflpregn 

ay tr.oM «Mo<J in m« art. •lamoiM wtticft »nouW not bo .ntMprotod m a limitation of ma 

Tha invanoon :$ .ilutwd &y ma tdkxmrtq aaamotao wnicn .nw« 



invanoon. 
10 gjcamota i 



fS 



30 



• ,r<nfl T -irrn— r- ^,^1.3^amtdano 

r/A, and tran»2-tia_ 



h«*m*mvMWa2ana (2S rt) and arrmortun mMfia (120 mg) woio 

5^orocytoaina (4.30 33.3 "^^l^^^^^ MM to 2 houim. T»o haxama- 

bcrfad undf raftu* um« tfta cy«»no d«oh*|ad (3 ^'"^^ » oo^vapom mo 

^ Moofotod in vacuo and tofeona (100 rrt) woa •^•^^J"*';;^ ^ addad undof ar. 



* •vaooftiaa in WW ^ - . , .mf.* /intr^^wM ayT*q v*^^"^ 

go« a . «i«flon of 2-b*««yWHK2-^Jc«^^ eo-d «br20 

nin. (100 rt) and rrt«cUif 

mgad into «n« cooiM m»n »— ^ _ j.,!,... -nM uiuJui-l wi lHW -^"^ 



' U.V.: (M«OH) t«nM« "« 3« 
8.0i(m,2K« 

7.70 (4. IK C,'-»i Jw*3Mx) 
7.«2(iiti»t««m*e) 
7.48 (lit 2K 
4« U1 m 1H: CrH) 

S.91 «M. IK Cr*Q 
4.4*(dd.W:CrCH,0C0C^ 

3.e6«M.1KC.Hj) 
3.34 (M. IK C-H) 

U.V.: lM«OH) Limod* «n«c 309nin 
'H.NMR»(pe«n«C0Oi) 
a.n(tt.iKC.--NM:Ae) 
tf 8.06 (m. 2K iremrtc) 

7 87«l.lM:C-.»i J^.2HX) 
7.60 (m. IK arenmcV 
7.49 (m. 2H: iromrtc) 



147 (dd,1M;Crtl} 
4.n (dd, 2H: Ct-CH^OC^ 
182 «S<t 1M: C4-H) 
J 3.i9(dd,lH:C4-H) 

155 t%, 3H: NM^OCHJ 

£xamo<t 2 

19 a» and criff»hydroxyTn#my4>»<y4!uorDCVtDgl^ f 

1.0 9 (ISi imd) of friM-2-^«nsBy4oxyTn«ttiy( -ftHN4'*«eicyi-5'4uQreeyte«liv1^yO-1.3-QuthM wm 
sttrvd in 29 mi 0^ m«m«noi)e «Tvnonia «0* fori hour and ov«migm«roQm tamparaajra. TTta mocum 
waatvaoontad undarraaicadpr«aau«.T>)arMiduaaatrfttfaeadAiHoa(2x30rrt^ 
1$ 96Mraatfuawaar«aYaaltzadtnateohita«mandtogh«4Mm9(1.96ff«T^ 

(hyCfo*yrnamyl^9'-«uo*ocyioain.1^y<Vl 

' l^g(3.05fB^)ofc»-'2-&af2eyteKyR^^ 
r«d in 30 fT« oT mamanoilc wnwonia at O^fcr 1 hoir and man owarto** « *»m taffiparaajra. Tha mtrtji^ 
aa waa avipcr ata d undar rvduoad praaaura. Tha raaadua wm vmtf««d c«4oa (2 x W rrt) ««fi anitydreua aO>ar* 
Tha adid raaidua waa raeryitMzad In abaoiuta amand to gtva 665 mo t2J4 mmoL 17% 
(hy*wymamyt.5K5'.«uo«cyttajn.1^y*).1.J<^ m^ 20*»20e^ ^^^1 m atftytantata: mamanol 
(9:1V Tha daaaad compound Ma dandfM ^ «K '<-NMR and U.V. Umbda mn (Hg^) 28a9 mm 
fran^ aomaft 

'H^MKS(pein<n0MSO4t): 

T.8S (4. 1M: J»-r.01 Hi) 
7.83(d.2H:C«'*NN|) 
fl.30(d«.1H:CrH) 
160 (t 1H:CrH) 
» l18(tlH:CrCHrOti) 

3.48 (rn. 3K CrC)&OH<.tD 
X17(M.1H:Ct<ii) 
<aCNMR (OMSO-d^ (Va«M XL MO); « M ppm 

J> Cj c, 

IS3.47 ISa.aO 134. <S 12€.24 

(^J^«13.2 BS) (Jg,-2«.2 RS) ('j^«33.0 RS) 

A 

c, c, ca,o« 

il.30 36.1S I7.1i <4«71 



I (ppm in OMSO^ 
8ja (d. 1M; C'-H Joi-T^ M) 
7.S43(d.2H:C«''^»^ 
6.16(t1H:CrH) 

m SM a 1H: CrCHrOH) 

5.l9(t1M:CrH) 
3.77 (nv 2M: CrCJ^OH) 
3.35 (dl1H;C4-H) 
3,12|dd.1M:C4-H) 

5i '<NMR (0MSO-d4) 



0S1S1MA1 



Cj' C^' Cj- C6' 

193.46 1S8.14 134.63 136.32 

('j -14.0 HZ) (J^-24.1 Hz) (J^-32.5 Hz) 



86.83 36.80 86.77 62.32 



. J^I^TZU^!^^,^ ^ m. duddlfloi and •M^ lb, 0M8V ONA u-ng *« hyWdtadon • 
^^wiTfiTW doi.«fl« po«*« tfuddlng* and 



TTw OHA wM axnoad *om 6-em c«8 attw W< • v—w an- hui- » y _ ^^^^ 



S^T^ EOT*. ISO JJ«v2:-r-r^^ 



(ton Sigm.) « 37X to 2 ho« -^iP^***^^^^ (pH 

7 fl <ta kA) wn addM tt ■quMut phM» » y«« • 0J9 M •wnonun aoHM nm^ mjnm ™«-~ 
7.0 qa M)) WW looaq 100% •d«nd.Th«p*»« or nod* teaww-Mii^d 



-.».i^«i »—«4 -niwi 7 ..mmt mTT~i ■ 



rtm fwM ar» ihown in TaM 1 . 



Si 
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Activity 


tr«n*-a-hydroxy»«thyl-5- (5 • -f luorocyto«ln-l • 
-yl) - 1, 3*cx«tIilol*n€ 




ci«-a-hydroxy»#thy l-S- ( 5 • -f luorocyto«la-i • 
•yl) -l,3*oxat&ielAn« 




cl#-2-hydroJcyB#thyl-5-(thy»ln-H-l« -yl) - 
l,3*cxatiiiolan« 




cij-2-hydroxya«thyl-5- (M, M-dlMthylaalJto* 
Mthyl«n« cyto«in-l • -yl) -i , S-oxathioIan^ 


♦ >»» 


dd6 


M » » 


ddDAPK 


1 M » 



Claims 

of a madieMiM tar m» manM or • rMOMi B inMore 



(X) 



wtMraifi la hydroQafi of an acy^^ 

At >• • Pt'M PyvMdkw baaa or an analog or aarMth^ tfww^ 

2iSS,S-C,orSOi « w.^---^ 

piovwad m«c la f« cytoaha wt>an ma compound of tenwia m 

andZlaS.. 



t T1>auaaaoe<rtln9ttdafcw1.^wtwatn»aaatar)ataiact»dt^ 
R la a^acad fham hydrogan. «»i*gm Of bimn^ 
stftnad dmydnaoytWlny*: auioftona* aatw fiitata a^ari: irn^ 
aatara; tatan of poiyfUncbon* acidc and aatafi of pncapnoho add& 



10 



TTw iM MOBTdU^ to daim 1 . w^mn Z la S. 



mino and hy^roBcy j 
Thd uM •eoardino to datm 4. wtMrvin R| It 
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J 



rO 



rf 




whmin K% « ««j#etid from m« group omiitfnQ o£ 

hydreg«fi and aUeyt unsvibttitutad or tuMttutid w«i • I 

R4 ti M(9ctsd front 0i# Q'^ouo oonsisttng ofi frydroQW iOeyt tfld bfofrtns, cMuUm, ftuortic 
and iodina. 

C Tha uaa acoordlng to daim 4 wtwain K| and an hy^OQan or C^f aieyC 

7. T^•ua•aoeQfdtngtecia^m<wt>ar«inR«iaCH|orP. 

L Th«uaaaeoafdin9todalm4.wtMrainXandYarabomNIV 



ii Tha uaa aceefding to daim 1, wftarain tfw eomoound la lili ct ad from ma group 4 

ci^l-bmmfaefn/ff^^ A«»2-tanB0ytac>fnatfiy4^eytoain^ 
1 ,)<jEatfMM>a* and frtx&jraa tf tora o t t 

c^^2 ^ yOi ^^» ^llam>4^aN[W*«alJ(> ^ ytoain^V i»ia 2 r yteyt iMtf i H 6 (Ni'^aeal^ 

ytcytoairvV*y1V1.3-QaatfMm. and mtauva mam 

(N4'.aoary4eyMlrvl^y<H>amiQlana and mMM 

ciK2 b a iuu > to» i iM my< 6 (W ■i.Bl»< W wk\ 

(N4'>atjacy< 6 iucwo cytoain r>y»l,>«m*oiana. and mtattm 

ci^2^iy^oK|^m^S)^^^^9'^hBroc)^(oii^i**y4^1t5^^^liWanaf ^•i^2* 
cytoa*n?rsy(Fn 3 = gU tf »« iardM " 

eia»2 h yu po uiym amyl S ( cy toafcvV-ifO-3NO»>1> aMm i d ana 6 

c^2^tyUtUiyniatf>yt 6 (mytnlft4^1*«y<^1,^mMamioianac and 

d^2- h y O r uji » ii tom»i>aHH>4tr!tomy 4 aminomam^^ eyiOikvr^1>antfManae . 
Of phannauaudoady aooaotsMadaf^fatt^aamafaofvlnmataniiQf af~ ' ' ^ ^ ^ 




10. Thauaaaeaort^to«tyonaordaima1tot.w»w<%<nmaoomooMndalfawa^ 
r or «a a rwamie mUM. 



11. Tha <a>aooordlfcio to d^iaamarain ma compound or faimda(0 la p ^ ^ 
1& Tha uaa aeeordms to daim lawtwraln ma compound of fem«ia(0 la praaant 



IX Thauaaaeeerdkig to any ona of dotal to Otwhamtn ma compound la praaanlkiatttorltoi 
I or mPttxv maraof* 



14 Thauaaaoeordkig tod^ 13,wharainmaoompoundcrtam«ia(Olapr«iirdlRKBGtooor^^ 



11 Uaa of dia»2-l t yOr M > matfyy»"S'<y-» j orDcytoa*n»r-y<>1 3 ^iu tfiiciana m ma maw^Kajo o# a madteamait 
forma OMsnant of a ftopadtta B infacdoiu 

1C Uaa of da"*tydP a gymamy4^S^N>NM ll mamy<a ^ cytoalrvl Vhl ^ mMtrfio> 

on of a madieamam tor ma VMOnant of hapadda tt ir^aedoA. 



17. ThauaaaooMdb^ toanyonaofdalmal tolwttorainmamadleamanttoadap^ 
raoBl, naaai. vagtnai. or topical adiiiii iauado n, 

11 Tha uaa acoordlnq a daan 17, wf>arain aaid madkamant ia a^t ididrtaiai t at a doaa <rf aboU 11 to 750 

12 
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1ft. nitui«*oowdhifllDd«fcfi17.wft«»»4n»*«m«dicifT»nt*pf^^ 

20. Th«u»tiooortlngtod^l«,wti«intt»aoM9«urwlfonn<^ 
M compound of fofimifl (I). 

21. T7>ouo#«€OcrtN»aftyoo#flrdiUm«1tDt.i»ft«r^ 
c o udc i tf y iUiOydWo cBtior. 

21 T7w UM tpor^ any ono of 1 to 7. wtm^ »• m>dtetw< h >t^i*i* ^oU o eiTibintiten 
ond h i in un omodutrtng ogona^ 
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